override microvascular disease, as "CVD is the cause of death in most diabetic patients." Furthermore, he questioned the use of biomarkers as "surrogate for real outcomes data" and termed the blood glucose concentration as simply a "biomarker." "Blood glucose measurements," he suggested, "are just the latest failure to gain widespread attention (even though this surrogate failed long ago)." This was certainly a way to draw audience attention at the ADA meeting! Nissen reviewed the findings of the University Group Diabetes Program and the controversy that ensued over its finding of increased all-cause and CV mortality with tolbutamide (3). He strongly implied intellectual dishonesty on the part of some of those who criticized the study, citing a statement by Theodore Schwartz and Curtis Meinert, "Academicians, paid in cash or in grant awards, were hired as consultants by the Upjohn Company. . .writing highly critical assessments. . . challenging the honesty of the University Group Diabetes Program investigators" (4) . Perhaps, he implied, one might similarly attribute base motives to those currently criticizing claims of adverse CV effects of diabetes treatments. An effect of sulfonylureas was observed on ischemic preconditioning (5), offering a mechanism by which tolbutamide might indeed have caused adverse outcome. As a more recent case, Nissen described studies of muraglitazar, which lowers A1C and triglyceride and raises HDL cholesterol levels, leading to the argument that there was "lack of biologic plausibility for CV risk," with the agent leading a U.S. Food and Drug Administration (FDA) advisory panel to recommend approval. However, Nissen reported increased mortality and major CV event rates shortly after the panel's meeting, with trends to increase in all-cause mortality and in congestive heart failure (CHF) and increase significantly in some commonly used composite CV end points (6) , leading the FDA to request additional CV safety data. Thus, Nissen concluded that "a risky agent came close to approval because the surrogate end points of glucose and lipids did not predict CV outcomes." Next, Nissen discussed rosiglitazone, pointing out that it is associated with an increase in LDL cholesterol, particularly among individuals with lower baseline levels, as well as weight gain. In the Diabetes REduction Assessment with ramipril and rosiglitazone Medication (DREAM) trial, he stated that there was a trend to a 37% increase in the composite end point of myocardial infarction, stroke, CV death, CHF, new angina, and revascularization (7, 8) . [Only the increase in CHF was statistically significant.] He noted that many small studies were performed with rosiglitazone, with a total of 14,237 patients enrolled in 42 randomized trials completed by 2007, although he characterized the Rosiglitazone Evaluated for Cardiovascular Outcomes in Oral agent combination theRapy for type 2 Diabetes (RECORD) trial (9) as "hopelessly underpowered," so that meta-analysis was the only approach feasible in determining whether there was "a safety signal." He reported such a meta-analysis, finding rosiglitazone to be associated with a significant 43% increase in myocardial infarction (10) . [For a review of questions pertaining to this meta-analysis, see Bloomgarden (11) .] In contrast, he termed the PROspective pioglitAzone Clinical Trial In macroVascular Events (PROACTIVE) trial (12) "a large, reasonably well-powered CV outcome trial" showing a trend to improvement in the primary end point and a significant reduction in the secondary end point of death, myocardial infarction, and stroke, albeit with significantly increased rates of CHF hospitalization. Nissen himself performed a meta-analysis that supported the PROACTIVE finding of reduction in these outcomes (13) , and he commented that "pioglitazone appears to have a more favorable effect on lipids, particularly triglycerides." What of the Action to Control Cardiovascular Risk in Diabetes (ACCORD) trial (14) ? There was significant and sustained glycemic separation between the standard and intensive therapy groups but a significant increase in total and CV mortality, although with significant reduction in nonfatal myocardial infarction. "A regimen in which more patients received repaglinide, rosiglitazone, insulin and/or an a-glucosidase inhibitor," he concluded, "showed increased mortality risk." Why, Nissen asked, are there "no well-designed, adequately powered comparative effectiveness trials evaluating macrovascular outcomes for diabetes drugs," although oral hypoglycemic agents have been available for more than 50 years? He reviewed a comparative effectiveness and safety study for glucoselowering drugs (15) , suggesting that the levels of evidence that diabetes drugs reduce all-cause mortality, CVD mortality, nonfatal myocardial infarction or stroke, peripheral vascular disease, or even microvascular outcomes are "low to very low!" [This study, however, specifically excluded the UK Prospective Diabetes Study from parts of its analysis, and a subsequent analysis from the same group did report significant reduction in CV end points with metformin (16) .] Nissen went on to claim that neither meta-analyses nor what he termed "post hoc data dredging of randomized trials not designed to determine the benefits or risks of specific therapies" will be useful in determining the cause of the excess mortality in ACCORD and stated further that "no amount of torturing of the data will enable risk assessment when specific drugs are not randomized," although such a statement fails to recognize that there is progressive deterioration in glycemic control in type 2 diabetes, so that treatment must be augmented over time to maintain stable glycemic control. However, Nissen termed this a "knowledge gap" based on "current regulatory policy that emphasizes the importance of glucose lowering, not health outcomes, as a therapeutic goal," which he proposed to represent "glucocentricity," an "irrational belief that lowering blood glucose using virtually any pharmacologic means will produce a reliable reduction in adverse outcomes." He acknowledged that there is "the need to bring new diabetes agents to patients" but suggested that robust outcome data are absolutely necessary and commented favorably on the new FDA recommendation that preapproval clinical trials must rule out a .1.8-fold increase in hazards ratio (HR), with subsequent outcomes trials considered "sufficient to rule out a HR .1.3" (17). Nissen acknowledged that the latter outcome trials would typically require 5-7 years. Using such an approach, Nissen showed power calculations for populations with 2% and 3% annual combined death, myocardial infarction, and stroke event rates, with approximately 5,000 patient-years of observation required to exclude a HR.1.8. [It should be noted that "rule out" is defined strongly, as requiring that the 95% confidence limits not include the HR in question, even if the actual HR itself is ,1.0.] Furthermore, the population estimates of Nissen's calculation are predicated on annual event rates $2.0%. This represents a very different population from that usually enrolled in diabetes trials, with expected event rates at ;0.5% (18) , for which .20,000 patient-years of observation might be required for exclusion of a 1.8-fold increase in risk and .100,000 for exclusion of a 1.3-fold increase. Nissen termed the requirement for such studies as positive, and opined that patients at higher CV risk must be included in the testing of new diabetes agents, suggesting that it would only "modestly slow development programs. . .delaying introduction of new diabetes medications by 6-12 months."
David Orloff (Medpace, Cincinnati, OH) was the director of metabolic and endocrine drugs at the FDA from 2000 to 2005 and is now employed by a clinical research organization contracting with the pharmaceutical industry. He began by observing that he directs all income from his consultation with the pharmaceutical industry to his organization. He reviewed the rationale for the new FDA guidance and argued that one must have a more rational notion of risk management in diabetes and must take into account what he termed "black swans." He then discussed the protean nature of diabetes, in a sense taking and expanding on Nissen's notion of "glucocentricity" before discussing diabetes drug development from a patient's perspective. He concluded by reminding the audience that the FDA must play roles not only in regulation but also in encouraging innovation.
"The question of the day," he said, is whether all new diabetes drugs should be required to demonstrate CV safety. The FDA decision is in the affirmative, "so it's not hypothetical." Of course, he said, one must accept the notion that having more information is better and "that safe is better than sorry." However, he said that the need did not consider the CV safety profiles of all existing agents as germane to the evaluation of all possible new drugs, unless one thought that lowering glucose itself represented a CV risk. If that were the case, then to be considered a safe treatment, an approach would require an additional factor that offset the putative adverse effect of glucose lowering. There is not, he stated, any evidence that glucose lowering is itself atherogenic, so this position is not tenable.
Certainly, he agreed with the notion of regulation of industry, and he suggested that the FDA has played an important role in development of high-quality pharmacologic treatments. Although "regulators and industry will not always see eye to eye" and the regulators must make the final call, the FDA must be allowed discretion, he said, to balance the desire for a "level playing field" with the need for case-by-case decisions. With that understanding, should a uniform approach be applied to the development plan of all diabetes treatment agents? The guidance requires demonstration that a drug not be associated with the increases in CV risk outlined by Nissen, which indeed might require 4-6,000 treatment years of follow-up of high-CV risk patients. The $2% annual event rate supposition is, however, based on the notion of diabetes as a CV risk equivalent. As CV risks decline in diabetic patients [see discussion in Bloomgarden (19) ], Orloff suggested that ever larger and larger studies will be required for the 95% HR confidence intervals not to include a 1.8-and then a 1.3-fold increase in risk as described above. What will be the burden of demonstrating "beyond a reasonable doubt" that risk is not increased?
Orloff emphasized that the FDA guidance does not require demonstration of a reduction in CV risk. Certainly, CVD is a huge issue for diabetic and prediabetic patients, and reduction in atherosclerosis certainly is desirable, but such a study would only demonstrate benefit, he suggested, if a diabetes agent led to reduction in risk similar to that of statins. A further issue, he said, is the paucity of comparisons of CV risk among drugs. [It is noteworthy that there is evidence that the thiazolidinediones available prior to 2001 may, similarly to metformin, be associated with lower postmyocardial infarction mortality than other glucoselowering drugs (20) .] Drug safety is not an incorrect goal, he said, "but [to require that] all . . . new diabetes drugs should be taken through the same battery of tests," becomes a hugely expensive undertaking.
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Risk management may be considered the reduction in adverse events and maximization of opportunities. From the time of drug discovery through the lifetime of a drug, one must make evidence-based judgment regarding benefits, and one must do so "with a prepared mind," aware of all potential adverse effects. Orloff stressed the need to follow evidence, which he contrasted with "signals," which by definition do not represent statistically significant risks. This is particularly important if one is to consider the need for rational expenditure of resources in the development of new agents. The question for a new drug that is unlikely to show adverse CV effects then is whether the remote possibility of such an effect should be allowed to constitute the single most important aspect of the evaluation of that agent, requiring its developers to undertake an immensely complex and expensive trial.
Orloff discussed the notion of black swans, popularized by the recent book by Nassim Nicholas Taleb (21) , suggesting such a phenomenon to be an important aspect of sudden changes in the global economy. Juvenal, who had written approximately in the 1st century B.C., coined the expression, and it became for centuries a standard simile in referring to impossibilities. Actual black swans then were discovered in Australia, seeming to render the figure of speech meaningless! "Black swans," however, remain rare in the universe of swans. Orloff asked, then, whether those of us who have labored under the misconception (or hope) that glycemic control improves CV outcome and those who have felt comfortable that diabetes treatment is safe, or at least neutral in terms of CV effect, should now be expected to take this opposite view. If there is a diabetes drug that exacerbates CV risk, must one ask the question: given the "absolute certainty that not all diabetes drugs will be atherosclerosis-safe, does it follow that all diabetes drugs [might] be atherosclerosispromoting? That's the black swan," he said.
Orloff said that diabetes certainly is protean in its effects, and he acknowledged the pitfalls in being "glucocentric," but it is difficult to argue against glycemic control being life-saving. Yes, he said, diabetes is certainly far more than a disease of insulin action and altered glucose, and it is a disease of lipids, liver, brain, gut, and many other organs and metabolic systems. We do have great deal to be done in developing appropriate treatments.
Diabetes drugs then should not be viewed as simply glucose-lowering agents, but "perhaps we need to approach it from a different angle," that a diabetes drug "is simply a drug for a patient with diabetes." In that sense, drugs for CVD, developed separately from drugs for dysglycemia, might be a huge step forward. "It is not clear," he explained, that adverse CV effects must "become the prime safety concern." We need to address all complications and endeavor to ameliorate them all, and we should be aware of any adverse effects, "but obligatory focus on any single aspect" may not be proper "rational prioritization of resources."
From the patient's perspective, Orloff suggested that one must know how an agent will be helpful in improving outcome and how it will compare with other options, including doing nothing. It is best to have multiple choices, in case a given agent has particular adverse effects for a given person. What if a given individual does not "fit" into the profile of the clinical trial database? If a patient is told that a given agent is unlikely to increase CV risk, will he be comforted? If a patient has a 1% CV risk over the present year, would a possible increase to no more than 1.5% be comforting?
Innovation "is the bane of existence of regulators, doctors, patients, and industry," and Orloff suggested that "perhaps our most nerve-wracking" task is knowing what is safe. However, developing new therapies is a crucial responsibility of the regulatory agency, as Orloff stated, not just the goal of industry, "and in the end, whether intentional or not, the agency's stances can either quash or stimulate." We must then make sure that "the costs and risks of development" do not become prohibitive, which would drive pharmaceutical companies away from the development of new approaches to diabetes and would certainly cause further increases in costs of those medications that do come to market. "We should direct our energies and our spending as appropriate," he concluded, "from case to case." This argument seems to carry weight, and it will be fascinating to see whether the FDA responds to voices such as Orloff's argument that extensive CV safety studies must not become indispensable in diabetes drug development.
POINT-OF-CARE DEVICES FOR MANAGEMENT OF DIABETES-Continuing an annual series of combined American Diabetes Association (ADA)-American Association of Clinical Chemists Symposia, a pair of talks were entitled "Point-of-Care (POC) Devices for Glucose and HbA 1c -Are They Up to the Task?" Mitchell G. Scott (Washington University School of Medicine, St. Louis, MO) discussed the need for greater accuracy with glucose meters, reviewing common interfering substances, comparing different criteria for acceptable performance of meters, and discussing whether different outcomes of tight glycemic control studies might in part be the result of errors from use of such devices in estimating glucose levels. Currently available meters are smaller than those in the past, and more than 30 different devices are now available. Over the past few years "no wipe" strips, smaller sample sizes, faster analytic responses, and data storage and capture have become standard, and alternate site testing has become available but with a time lag issue (22) . Many hospital systems use measures to "lockout" results if quality standards are not met. POC glucose testing has become a huge ($6 billion/year) market, comprising nearly one third of laboratory-testing costs.
Interferences are not uncommon. Because the values are standardized for plasma glucose on almost all meters currently in use, anemia increases and polycythemia decreases glucose values (23, 24) . Reducing agents, such as ascorbic acid at levels seen with commonly taken doses (25) and acetaminophen with some methodologies (26), will lower measured glucose levels, although some new meters can correct for hematocrit and reducing agents (27) . Glucose dehydrogenase methods are affected by maltose-containing substances, such as intravenous immunoglobulin, or by isodextrin, which is found in peritoneal dialysis fluids (28); since the mid-1990s, Scott noted that there have been 13 documented deaths from such interference. User errors are another important issue, as strip manipulation readily alters glucose readings with some meters.
In critical care settings, most centers have adopted protocols to maintain the blood glucose below 130 mg/dL, requiring frequent glucose testing and insulin infusion rate adjustment. This has markedly increased the use of strips in hospitals, with Scott (34) and that such measurements may not be sufficiently accurate for in-hospital use. Likewise, these measurements should not be used in diagnosis of diabetes, which leads to the question of whether we may incorrectly advise outpatient treatments when we rely on self-monitoring using such approaches. (One also might ask whether calibration of continuous glucose monitoring by capillary glucose measurements risks perpetuation of inaccurate measurements.) The current allowable error for laboratory oratory glucose measurements is 10% or 6 mg/dL for "main laboratory" or arterial blood glucose methods, a level considered sufficiently precise to be used in the diagnosis of diabetes. For meters, the ADA standard requires that total analytic error be ,5%, but Scott pointed out that "there's not a meter around that will do this." Other testing programs have suggested that the minimal standard be the greater of 20% or 12 mg/dL; or 20% if .75 mg/dL, 15 mg/dL if ,75 mg/dL, for 95% of values; or the standard suggested by the FDA, 20% for glucose $ 100 mg/dL and 12 mg/dL for ,100, again for 95% of values (35) . The Clarke Error Grid, a commonly used methodology for determining meter accuracy, may no longer be suitable for assuring that meters are sufficiently precise.
By use of the Hemo-Cue test as a reference method, in a 1973 study of capillary blood samples from pregnant women measured by a registered nurse, high variability was shown (36) . In a comparison study of five meters with sample testing by a medical technician, using 93 individuals, with 12 samples obtained per patient, 2 with each meter, the coefficient of variability (c.v., defined as the SD 3 100/mean) ranged from 6.3 to 11.3%, with the differences between meters varying with glucose concentration and meter pairs, showing a 1-32% bias (37) . Another study, comparing four meters, found a c.v. of 1.4-8.7% in tests on 54 patients with nine operators and six replicates (38) . The greatest inaccuracy, as reflected by c.v., was seen at low glucose levels. Scott observed that the Clarke Error Grid allowed what seemed to be unacceptable degrees of error in this study. Finally, a study comparing blood gas analyzer with main laboratory glucose showed only 1% of values having .20% error, suggesting that this approach is usually quite accurate, whereas in the same study, particularly with capillary sampling, meters often overestimated actual blood glucose (39) .
In a 2009 survey by the College of American Pathologists, with four of the most commonly used meters, the c.v. averaged 5.3%, 6.0%, 4.7%, and 4.8% but varied from laboratory to laboratory. At Washington University School of Medicine, ;200 meters are used by .2,000 operators, testing ;1,400 values daily; the c.v. for low and high glucose values were 8.8% and 5.9%, respectively. Scott pointed out that few repeat glucose tests are done, perhaps because they are not billable, but that of those done recently, the mean absolute difference was 84 mg/dL, leading him to ask, "How many [inaccurate glucose values] are not being picked up that way?" New meters may be able to correct for anemia and reducing substances and may have 2-3% imprecision and relatively small bias.
Scott suggested that we require that values within 10% of actual glucose and within 10 mg/dL for glucose levels ,100 mg/dL and argued that such an approach seems possible. A new error grid has been proposed, requiring that 95% of values be within 10% or 10 mg/dL and that 99% be within 15% or 12 mg/dL, so that ,1% will exceed this level of abnormality (40, 41) . There currently is no direct comparison of meter versus blood gas analyzer in outcome, but Scott reviewed an analysis that uses a Monte Carlo modeling method, suggesting that simulation of the clinical effects of measurement error might be a useful approach to determining appropriate standards for these methodologies (and, presumably, for eventual use of continuous blood glucose-monitoring methods) (42) .
Richard Hellman (Kansas City, KS) reviewed some of the same information on issues with use of POC devices for measuring blood glucose. A New York Times article brought to public attention the tremendous variability of out-ofhospital glucose measurements with available meters (43) and was followed by an FDA/Center for Devices and Radiological Health (CDRH) Public Meeting on the topic of Blood Glucose Meters, held on 16-17 March 2010 at the Hilton Washington DC North/Gaithersburg Hotel, examining whether there is need to change meter standards, with the consensus that improvement is needed.
In addition to the issues raised by Scott with in-hospital measurements, Hellman noted that hypotension leads glucose oxidase-based test strip methods to overestimate glucose levels, whereas glucose dehydrogenase methods may be either increased or decreased, with nearly two thirds of values showing .20% variance (28, 44) . Even small changes in meter precision or bias have the potential to cause adverse outcome, and Hellman observed that "outliers are dangerous," misleading both the patient and the provider and potentially causing harm, whether from high or low estimates. The dilemma, however, is that "we need the real-time information that the meters provide." If maltose-containing substances cause false elevation with glucose dehydrogenase, Hellman asked whether there is an effect of other dietary sugars? Might fruits, vegetables, herbs, and other dietary products containing xylose and galactose cause interference? The effects of anemia and polycythemia on meter accuracy are important as well. Many hospitals fail to implement comprehensive quality control testing for POC meters, and even more important, personnel who perform the testing rarely are taught the characteristics of the meters in accuracy, precision, and sensitivity to interference.
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The degree of hematocrit interference with glucose tests strips shows lot-to-lot variation, with Hellman also wondering whether such variability might be related to the findings of adverse outcome of intensive glycemic control in NICE-SUGAR (45) . Hypoglycemia is not, of course, the only issue for hospitalized diabetic patients; Hellman reviewed a Medicare identification of "things that should never happen but did," with 14,929 episodes of diabetic ketoacidosis and hyperosmolar coma developing among hospitalized patients in 2007. What he considered "the real problem in the hospital" was "untreated hyperglycemia both in the ICU and on the floors," so accurate glucose measurement is crucial. Out-ofhospital ketoacidosis also may occur in individuals having incorrectly low glucose readings (46) . Many of the meters have better performance characteristics at one range than another, so that meters having falsely high levels in the low range will result in disproportionate risk for hypoglycemia.
Another issue, Hellman raised, is the consequence of not knowing which meter was being used. This has particularly become problematic when the choice of meter is dictated by the patient's pharmacy benefit plan. "The irony," Hellman emphasized, "is that the insurance [benefit provider] could take our patients and give them that [less accurate] meter because it's cheaper. We would like better meters, but they may cost more." Payers and pharmacy benefit managers should not be permitted to arbitrarily change patients' POC meters without input from the patient and provider, and any proposed new meter should have accuracy, precision, and ease of learning at least equivalent to the previous meter.
There are issues when the measurement is not properly performed by the patient. Failure to wash can cause both high and low glucose values. Failure to dry the hands causes hemodilution, and sluggish blood flow from hemoconcentration, vasospasm, or hyperviscosity may lead to inadequate sample size causing falsely low results. Most published data on accuracy and precision involve studies performed by highly trained technicians with properly stored new strips, with well cared for meters. Such results may not be found in usual patient care, where the c.v. is nearly 50% greater than that in the inpatient setting (47) . In addition, there are lot-to-lot variations, with Hellman noting that more than half of the instruments studied show more hematocrit-induced error in glucose levels than acknowledged in the manufacturers' documentation. Storage for 30 min at low or high temperatures also lead to error, and we lack good studies on the useful life of meters. Without specific efforts to maintain patient proficiency, such as the use of mailed unknown samples from a central agency, inaccurate testing may occur over time even after appropriate patient education. Furthermore, many patients do not have effective education in self-monitoring, with older patients given written materials rather than in-person education being particularly likely not to test correctly.
We then need to find a balance between convenience, cost, size, and speed on the one hand and accuracy on the other hand. In critical care settings, Hellman stated, "accuracy and precision are life-saving," and must not be affected by change in hematocrit, hypotension, hypoxia, or interfering substances, so that it may not be appropriate to care for patients in these settings with instruments other than blood gas multichannel analyzers. Hellman suggested that for glucose levels $75 mg/dL, 95% of values should be within 10%, 99% of values within 15%, and 99.9% within 20% of actual, and for glucose levels ,75, the respective accuracy criteria should be 10, 15, and 20 mg/dL. Strip lots, Hellman said, should be tested systematically by a FDAapproved entity for accuracy, and the results should be publically available. Manufacturers have a responsibility to provide effective educational materials on POC meters. Glucose meters should contain software so that date-and timestamped glucose levels can be securely downloaded using an industry-standard interface to be available for patients and providers without charge. Most importantly, Hellman concluded that "health care providers should not use POC meters uncritically, especially when the clinical setting makes these values suspect."
There may be similar issues with POC A1C testing. At the National Glycohemoglobin Standardization Program (NGSP) Clinical Advisory Committee meeting at the ADA, David Sacks (Boston, MA) discussed this matter, noting that POC testing may incorporate immunoassay or boronate affinity chromatography, the latter infrequently used in clinical laboratories. Between laboratory A1C, c.v. values are typically ,3.5%, and within a given laboratory, the c.v. may be ,1.0%. The Clinical Laboratory Improvement Amendments (CLIA) act of 1988 allows waiver of "test systems [which] are simple. . .cleared by FDA for home use. . . so simple and accurate as to render the likelihood of erroneous results negligible, or pose no reasonable risk of harm." Based on this waiver, six POC A1C devices have been NGSP-certified. Advantages are these devices' rapidity, convenience, and the CLIA waiver, allowing testing to be performed in the physicians' office. There is evidence that immediate A1C feedback improves outcome. Disadvantages are greater expense and the lack of requirement for proficiency testing; thus, there is very limited objective data regarding performance in patient care and potential lack of precision in the hands of those who use them. How accurate, Sacks asked, should one expect the A1C measurement to be? If a specimen has A1C 6.5%, with a c.v. of 4%, the 2 SD range would be 5.98-7.02, with 3%, 6.11-6.89, and with 2%, 6.24-6.76. Is it necessary then for the c.v. to be ,2% for acceptable precision? Sacks argued that if A1C is used for diagnosis and even if it is used for management, the between-laboratory c.v. should be low. Sacks reviewed a study of eight commercial POC A1C devices (48) . Two of the manufacturers withdrew their devices after initial poor results, but only two of the others had c.v. ,3%, and only one device met current NGSP criteria with two different lots. The bias of the devices ranged from 20.9% to 10.4%. Noting that a positive 0.4% A1C bias would more than double the number of individuals diagnosed with diabetes, Sacks reviewed current ADA guidelines, which suggest that POC devices not be used for the diagnosis of diabetes. Of course, one must be concerned about both positive and negative biases in use of these devices in clinical care.
